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AB The present invention relates to methods and compns. designed 
for the 



treatment, management, or prevention of a hyperprolif erative 
disorder, 

particularly cancer, more particularly metastatic cancer. The 
methods of 

the invention comprise the administration of an effective amount 
of one or 

more agents that decrease/ inhibit EphA2 receptor tyrosine kinase 
(EphA2 ) expression or activity in combination with one 
or more agents that decrease/inhibit PC cell derived growth 
factor (PCDGF) 

or human aspartyl (asparaginyl) 0-hydroxylase (HAAH) expression 

or 

activity. In another embodiment, the methods of the invention 
comprise 

the administration of an effective amount of one or more EphA2, 
PCDGF, 

and/or HAAH agents of the invention that inhibit cancer cell 
colony 

formation in soft agar or tubular network formation in 
three - dimens ional 

basement membrane or extracellular matrix preparation The 
invention also 

provides pharmaceutical compns . comprising one or more EphA2 
agents of the 

invention in combination with one or more PCDGF agents of the 
invention 

and/or one or more HAAH agents of the invention. In some 
embodiments, the 

agents of the invention can be administered with other cancer 
therapeutic 

agents that are not EphA2 - , PCDGF-, or HAAH-based. Diagnostic 
methods and 

methods for screening for therapeutically useful agents of the 
invention 

are also provided. 
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TI Genes with differential expression profile between human dental 
pulp stem 

cells and mesenchymal stem cells and use for regenerating tooth 

germ 

IN Ueda, Minoru; Yamada, Yoichi 
PA Hitachi Medical Corp . , Japan 
SO Jpn. Kokai Tokkyo Koho, 246 pp. 
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DT Patent 
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PATENT NO. KIND DATE APPLICATION NO. 

DATE 
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AB The present invention relates to a group of genes whose 
expression profile 

are different between human dental pulp stem cells and 
mesenchymal stem 

cells, as well as a method for regenerating tooth germ using 
these genes. 

According to the present invention, the gene expression profiles 

and 

cluster anal, between human dental pulp stem cells (hDPSCs) and 
mesenchymal stem cells (hMSCs) as representative populations of 
odontoprogenitor and osteoprogenitor cell were revealed, and a 
group of 

genes whose expression profile are different between human 
dental pulp 

stem cells and mesenchymal stem cells was identified. By 
utilizing the 

groups of the genes of the present invention together with the 
dental pulp 

stem cells and mesenchymal stem cells, hard tissue such as tooth 

germ, 

dental pulp, dentin or bone can be regenerated. The present 
inventors 

investigated the gene expression profiles and cluster anal . 
between human 

dental pulp stem cells (hDPSCs) and mesenchymal stem cells 
(hMSCs) as 

representative populations of odontoprogenitor and 

osteoprogenitor cells, 

resp. At first, the present inventors confirmed the differential 
expression of Alkaline phosphatase (ALP) activity, Dentin matrix 

protein 1 

(DMP 1) , Dentin phosphosialoprotein (DSPP) using by real time 
reverse-transcriptase polymerase chain reaction (RT-PCR) in 
total RNA from 

primary cultures. The number of genes in hDPSCs (I) that were 
up -regulated by 

2>-fold, compared to hMSCs, was 614 (Table, IV) . On the other 
band, the 

number of genes down regulated by <2-fold in hDPSCs (I) was 2 96 
(Table III, 
IV) . 
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TI Strong expression of ID1 protein is associated with decreased 
survival, 



increased expression of ephrin-Al/EPHA2, and reduced 
thrombospondin-1 in malignant melanoma 
AU Straume, 0.; Akslen, L. A. 

CS The Gade Institute, Section for Pathology, University of Bergen, 
Bergen, 

Norway 

SO British Journal of Cancer (2005), 93(8), 933-938 

CODEN: BJCAAI; ISSN: 0007-0920 
PB Nature Publishing Group 
DT Journal 
LA English 

AB The ID1 protein, an inhibitor of basic helix-loop-helix 
transcription 

factors, has been involved in multiple cellular processes 
including cell 

cycle regulation, apoptosis, and angiogenesis . To evaluate the 
importance 

of ID1 in malignant melanoma, tumor cell expression was examined 

by 

immunohistochem. in 119 cases of nodular melanoma using tissue 
microarray 

technique, and related to multiple tumor markers including 
proliferation, 

pl6 expression, angiogenesis and patient survival. Strong ID1 
expression 

was significantly associated with increased tumor thickness, and 
significantly reduced survival. Also, increased ID1 was 

associated with loss 

of thrombospondin-1 (TSP-1) expression, a known inhibitor of 

angiogenesis, 

and increased intensity of ephrin-Al and its receptor EPHA2 . 
Presence of 

BRAF mutations was related to strong ID1 expression, but there 
was no 

relationship with pl6 protein expression. Further, no 
significant 

correlation was found between ID1 and microvessel d. In 
conclusion, our 

study supports a significant role of the ID1 protein in melanoma 
progression and patient prognosis. The absence of correlation 
with pl6 

protein expression and angiogenesis suggests that other 
regulatory 

pathways and mechanisms might be influenced by ID1 in melanomas. 

An 

inverse relation between ID1 and TSP-1 expression support an 
important 

role of ID1 in the regulation of this complex multitarget 
protein. 
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PA Genox Research, Inc., Japan; Juntendo University 
SO PCT Int. Appl., 611 pp. 
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AB This invention provides gene expression profile between a rash 
site and a 

no-rash site in a patient with atopic dermatitis or a patient 

with 

psoriasis. The invention also provides gene expression profile 
between a 



no-rash site in such a disease and a normal subject. Animal 
models, 

particularly mouse for those diseases are also claimed. The gene 
expression profile provided in this invention can be used for 
diagnosis, 

therapy, and drug screening for atopic dermatitis and psoriasis. 
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TI Structures of the cancer-related Aurora-A, FAK, and EphA2 
protein kinases 

from nanovolume crystallography. 
AU Nowakowski Jacek; Cronin Ciaran N; McRee Duncan E; Knuth Mark W; 
Nelson 

Christian G; Pavletich Nikola P; Rogers Joe; Sang Bi-Ching; 
Scheibe Daniel 

N; Swans on Ronald V; Thompson Devon A 
CS Syrrx, Inc., 10410 Science Center Drive, San Diego, CA 92121, 
USA. . 

j acek . nowakoski@syrrx . com 
SO Structure (Cambridge, Mass. : 2001), (2002 Dec) Vol. 10, No. 12, 
pp. 

1659-67. 

Journal code: 101087697. ISSN: 0969-2126. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

OS PDB-1MP8 ; PDB-1MQ4; PDB-1MQB 

EM 200305 

ED Entered STN: 20021217 

Last Updated on STN: 20030529 

Entered Medline: 20030528 
AB Protein kinases are important drug targets in human cancers, 
inflammation, 

and metabolic diseases. This report presents the structures of 
kinase 

domains for three cancer-associated protein kinases: ephrin 
receptor A2 

(EphA2) , focal adhesion kinase (FAK), and Aurora-A. The 
expression profiles of EphA2, FAK, and Aurora-A in 
carcinomas suggest that inhibitors of these kinases 
may have inherent potential as therapeutic agents. The 
structures were 

determined from crystals grown in nanovolume droplets, which 
produced 

high-resolution diffraction data at 1.7, 1.9, and 2.3 A for FAK, 
Aurora-A, 

and EphA2, respectively. The FAK and Aurora-A structures are 
the first 



determined within two unique subfamilies of human kinases, and 
all three 

structures provide new insights into kinase regulation and the 
design of 

selective inhibitors ♦ 
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AB The present invention describes polynucleotides that have been 
discovered 

to correlate to the relative intrinsic sensitivity or resistance 
of cells, 

e.g., breast cell lines, to treatment with compds. that interact 
with and 

modulate, e.g., inhibit, protein tyrosine kinases. The protein 
tyrosine 

kinase inhibitor compound BMS-A was tested for 
cytotoxicity in vitro against a panel of 23 human breast cell 
lines . 

Expression profiling data of 44,792 probe sets represented on the 
Affymetrix HG-U133 array set were obtained for the 23 untreated 
breast 



cell lines. One hundred thirty- seven genes are identified whose 
expression is correlated with sensitivity/ resistance of the cell 
lines and 

IC50 values. These polynucleotides have been shown, through a 
weighted 

voting cross-validation program, to have utility in predicting 

the 

resistance and sensitivity of breast cell lines to BMS-A 
and other protein tyrosine kinase inhibitor compds. The 
expression level or phosphorylation status of some 

polynucleotides is 

regulated by treatment with a particular protein tyrosine kinase 

inhibitor 

compound, thus indicating that these polynucleotides are 
involved in the 

protein tyrosine kinase signal transduction pathway. Such 
polynucleotides, whose expression levels correlate highly with 

drug 

sensitivity or resistance and which are modulated by treatment 
with the 

compds., comprise polynucleotide predictor or marker sets useful 

in 

methods of predicting drug response, and as prognostic or 
diagnostic 

indicators in disease management. 
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AB The present invention describes polynucleotides that have been 
discovered 



to correlate to the relative intrinsic sensitivity or resistance 
of cells, 

e.g., lung cell lines, to treatment with compds . that interact 
with and 

modulate, e.g., inhibit, protein tyrosine kinases, such as, for 
example, 

members of the Src family of tyrosine kinases, e.g., Src, Fgr, 
Fyn, Yes, 

Blk, Hck, Lck and Lyn, as well as other protein tyrosine kinases, 
including, Bcr-abl, Jak, PDGFR, c-kit and Ephr. These 

polynucleotides 

have been shown, through a weighted voting cross validation 

program, to 

have utility in predicting the resistance and sensitivity of 
lung cell 

lines to the compds. The expression level of some 
polynucleotides is 

regulated by treatment with a particular protein tyrosine kinase 
inhibitor 

compound, thus indicating that these polynucleotides are 
involved in the 

protein tyrosine kinase signal transduction pathway, e.g., Src 
tyrosine 

kinase. The Affymetrix human HG-U133 GeneChip set of over 
44,792 probe 

sets was used to identify 12 9 polynucleotides that are highly 
correlated 

with a resistance/sensitivity phenotype classification of 23 
lung cell 



lines subjected to treatment with the protein tyrosine kinase 
inhibitor compound BMS-A . Of the 12 9 predictor 

polynucleotides, 81 polynucleotides highly expressed in the cell 

lines 

were classified as sensitive to BMS-A, while 48 polynucleotides 
highly 

expressed in the cell lines were classified as resistant to 
BMS-A. Such 

polynucleotides, whose expression levels correlate highly with 

drug 

sensitivity or resistance and which are modulated by treatment 
with the 

compds., comprise polynucleotide predictor or marker sets useful 

in 

methods of predicting drug response, and as prognostic or 
diagnostic 

indicators in disease management, particularly in those disease 
areas, 

e.g., lung cancer, in which signaling through the protein 
tyrosine kinase 

pathway, such as the Src tyrosine kinase pathway, is involved 
with the 

disease process. 
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AB The present invention describes polynucleotides that have been 
discovered 

to correlate to the relative intrinsic sensitivity or resistance 
of cells 

(e.g., breast cell lines) to treatment with compds . that 
interact with and 

modulate (e.g., inhibit) protein tyrosine kinases, such as, for 
example, 

members of the Src family of tyrosine kinases (e.g., Src, Fgr, 
Fyn, Yes, 

Blk, Hck, Lck and Lyn) , as well as other protein tyrosine 
kinases, 

including, Bcr-abl, Jak, PDGFR, c-kit and Eph receptors. These 
polynucleotides have been shown, through a weighted voting cross 
validation program, to have utility in predicting the resistance 

and 

sensitivity of breast cell lines to the compds. Thus, 137 
polynucleotides 

are provided that highly correlate with a resistance/sensitivity 
phenotype 

classification of 23 breast cell lines for the protein tyrosine 
kinase inhibitor BMS-A. The expression level 

or phosphorylation status of some polynucleotides is regulated by 
treatment with a particular protein tyrosine kinase inhibitor 
compound, thus 

indicating that these polynucleotides are involved in the 
protein tyrosine 

kinase signal transduction pathway. Such polynucleotides, whose 
expression levels correlate highly with drug sensitivity or 
resistance and 



which are modulated by treatment with the compds . , comprise 
polynucleot ide 

predictor or marker sets useful in methods of predicting drug 
response, 

and as prognostic or diagnostic indicators in disease management, 
particularly in those disease areas, e.g., breast cancer, in 

which 

signaling through the protein tyrosine kinase pathway is 
involved with the 

disease process. 
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interacting 

with protein tyrosine kinases and/or protein tyrosine kinase 
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SK 
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AB The present invention describes polynucleotides and polypeptides 
that have 

been discovered to correlate to the relative intrinsic 
sensitivity or 

resistance of cells, e.g., colon cell lines, to treatment with 
compds . 

that interact with and inhibit src tyrosine kinases. These 
polynucleotides and polypeptides have been shown, through a 
weighted 

voting cross-validation program, to have utility in predicting 

the 

intrinsic resistance and sensitivity of colon cell lines to 
these compds. 

Oligonucleotide microarrays (the Affymetrix HG-U95Av2 array) 
were utilized 

to measure the expression levels of >12,000 polynucleotides and 
polypeptides in a panel of 31 untreated colon cell lines for 
which the 

drug sensitivity to four src kinase inhibitor compds. ( 
BMS-A, BMS-B, BMS-C, BMS-D) was determined using an in vitro 
cytotoxicity assay to determination IC50. Such polynucleotides 
and polypeptides 

whose expression levels correlate highly with drug sensitivity or 
resistance comprise predictor or marker sets of polynucleotides 

and 

polypeptides that are useful in methods of predicting drug 
response and as 

prognostic or diagnostic indicators in disease management, 
particularly in 

those disease areas in which signaling through src tyrosine 
kinase of the 

src tyrosine kinase pathway is involved with the disease process. 
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